** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



15 REFERENCES IN FILE CA (1907 TO DATE) 

15 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> file hcaplus 
COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
180.35 



TOTAL 
SESSION 
180.56 



FULL ESTIMATED COST 



FILE 'HCAPLUS' ENTERED AT 13:18:47 ON 19 MAR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 19 Mar 2007 VOL 146 ISS 13 
FILE LAST UPDATED: 18 Mar 2007 (20070318/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification . 



= > s 13 
L4 



18 L3 



Uploading C:\Program Files\Stnexp\Queries\10728261D . str 
t I 




chain nodes : 

18 19 20 21 22 23 

ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 

chain bonds : 

2- 23 3-22 7-20 8-21 11-12 14-19 15-18 
ring bonds : 

1- 2 1-6 2-3 3-4 4-5 5-6 5-7 6-11 7-8 8-9 9-10 10-11 12-i3 12-17 13-14 

14-15 15-16 16-17 
exact/norm bonds : 

3- 22 5-7 6-11 7-8 8-9 9-10 10-11 
exact bonds : 

2- 23 7-20 8-21 11-12 14-19 15-18 

normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 12-13 12-17 13-14 14-15 15-16 16-17 



Gl:OH,MeO 
Match level : 

l:Atom 2: Atom 3 : Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 
11: Atom 12: Atom 13 : Atom 14 : Atom 15:Atom 16: Atom 17:Atom 18:CLASS 19: CLASS 
20: CLASS 21: CLASS 
22: CLASS 23: CLASS 



LI STRUCTURE UPLOADED 



= > d 11 

LI HAS NO ANSWERS 
LI STR 



Et 




MeO 

Gl OH, MeO 



Structure attributes must be viewed using STN Express query preparation. 



= > s 11 

SAMPLE SEARCH INITIATED 13:17:57 FILE 
SAMPLE SCREEN SEARCH COMPLETED - 



' REGISTRY • 
41 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00,01 



41 ITERATIONS 



0 ANSWERS 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE * * COMPLETE* * 
BATCH ** COMPLETE** 

436 TO 1204 
0 TO 0 



L2 



0 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 13:18:01 FILE •REGISTRY* 
FULL SCREEN SEARCH COMPLETED - 642 TO ITERATE 



100.0% PROCESSED 642 ITERATIONS 

SEARCH TIME: 00.00.01 



4 ANSWERS 



L3 



4 SEA SSS FUL LI 



=> d 13 1- 

YOU HAVE REQUESTED DATA FROM 4 ANSWERS - CONTINUE? Y/ (N) :y 



L3 ANSWER 1 OF 4 REGISTRY COPYRIGHT 2007 ACS on STN 

RN 7 92950-07-3 REGISTRY 

ED Entered STN: 06 Dec 2004 

CN 5H-2, 3-Benzodiazepin-7-ol, 1- (3 , 4 -dimethoxyphenyl) -5-ethyl-8-methoxy-4 - 

methyl-, (5S)-. (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN (S) -1- (3,4-Dimethoxyphenyl) -4-methyl-5-ethyl-7-hydroxy-8-methoxy-5H-2 , 3- 

benzodiazepine 
FS STEREOSEARCH 
MF C21 H24 N2 04 
SR CA 



LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 
Absolute stereochemistry. 



Et 




OMe 



** PROPERTY DATA AVAILABLE IN THE » PROP ' FORMAT** 

3 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L3 ANSWER 2 OF 4 REGISTRY COPYRIGHT 2007 ACS on STN 

RN 697754-50-0 REGISTRY 

ED Entered STN: 23 Jun 2004 

CN 5H-2, 3-Benzodiazepin-7-ol, 1- (3 , 4-dimethoxyphenyl) -5-ethyl-8 -methoxy-4 
methyl-, (5R) - (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN (R) -1- {3 , 4-Dimethoxyphenyl) -4-methyl-5-ethyl-7-hydroxy-8-methoxy-5H-2 , 

benzodiazepine 
FS STEREOSEARCH 
MF C21 H24 N2 04 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPAT2 , USPATFULL 
Absolute stereochemistry. 



Et 




OMe 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

7 REFERENCES IN FILE CA (1907 TO DATE) 

7 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



L3 ANSWER 3 OF 4 REGISTRY COPYRIGHT 2007 ACS on STN 

RN 74950-20-2 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN 5H-2, 3-Benzodia2epin-7-ol, 1- (3 , 4-dimethoxyphenyl) -5-ethyl-8-methoxy-4- 

methyl-, monohydrochloride (9CI) (CA INDEX NAME) 

MF C21 H24 N2 04 . Cl H 

LC STN Files: CA, CAPLUS, USPATFULL 

CRN (74950-18-8) 




• HCl 



5 REFERENCES IN FILE CA (1907 TO DATE) 

5 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L3 ANSWER 4 OF 4 REGISTRY COPYRIGHT 2007 ACS on STN 

RN 74950-18-8 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN 5H-2 , 3 -Benzodiazepin-7-ol , 1- (3 , 4 -dimethoxyphenyl) -5-ethyl-8-methoxy-4- 

methyl- (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 1- (3 , 4 -Dimethoxyphenyl) -4-methyl-5-ethyl-7-hydroxy-8-methoxy-5H-2, 3- 

benzodiazepine 
MF C21 H24 N2 04 
CI COM 

LC STN Files: CA, CAPLUS, TOXCENTER, USPAT2, USPATFULL 



Et 




=> d hist 

(FILE 'HOME' ENTERED AT 13:17:02 ON 19 MAR 2007) 

FILE 'REGISTRY' ENTERED AT 13:17:39 ON 19 MAR 2007 

LI STRUCTURE UPLOADED 

L2 0 S LI 

L3 4 S LI FULL 

FILE 'HCAPLUS' ENTERED AT 13:18:47 ON 19 MAR 2007 

L4 18 S L3 

FILE 'REGISTRY' ENTERED AT 13:20:41 ON 19 MAR 2007 

L5 STRUCTURE UPLOADED 

L6 3 S L5 FULL 

FILE 'HCAPLUS' ENTERED AT 13:21:18 ON 19 MAR 2007 

L7 12 S L6 

L8 19 DUP REM L4 L7 (11 DUPLICATES REMOVED) 




chain nodes : 

18 19 20 21 22 23 

ring nodes : 

1 2 3 4 5 6 . 7 8 9 10 11 12 13 14 15 16 17 

chain bonds : 

2-23 3-22 7-20 8-21 11-12 14-19 15-18 
ring bonds : 

1- 2 1-6 2-3 3-4 4-5 5-6 5-7 6-11 7-8 8-9 9-10 10-11 12-13. 12-17 13-14 
14-15 15-16 16-17 

exact/norm bonds : 

2- 23 5-7 6-11 7-8 8-9 9-10 10-11 
exact bonds : 

3- 22 7-20 8-21 11-12 14-19 15-18 

normalized bonds : 

1-2 1-6 2-3 3-4 , 4-5 5-6 12-13 12-17 13-14 14-15 15-16 16-17 

Gl:OH,MeO 
Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 
11: Atom 12: Atom 13 : Atom 14:Atom 15:Atom 16:Atom 17:Atom 18:CLASS 19:CLASS 
20: CLASS 21: CLASS 
22: CLASS 23: CLASS 



L5 STRUCTURE UPLOADED 



= > d 15 

L5 HAS NO ANSWERS 
L5 STR 



Et 




MeO 

Gl OH, MeO 



Structure attributes must be viewed using STN Express query preparation. 



==> s 15 full 

FULL SEARCH INITIATED 13:21:03 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 642 TO ITERATE 



100.0% PROCESSED 642 ITERATIONS 

SEARCH TIME: 00.00.01 

L6 3 SEA SSS FUL L5 

=> d 16 1- 

YOU HAVE REQUESTED DATA FROM 3 ANSWERS 



3 ANSWERS 



- CONTINUE? Y/ (N) :y 



L6 ANSWER 1 OF 3 REGISTRY COPYRIGHT 2007 ACS on STN 

RN 702693-86-5 REGISTRY 

ED Entered STN: 02 Jul 2 004 

CN 5H-2, 3-Benzodiazepin-8-ol, 1- (3 , 4-dimethoxyphenyl) -5-ethyl-7-methoxy-4 
methyl-, (5S) - (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN (S) -1- (3 , 4-Dimethoxyphenyl) -4 -methyl-5-ethyl-7-methoxy-8-hydroxy-5H-2 , 

benzodiazepine 
FS STEREOSEARCH 
MF C21 H24 N2 04 
SR CA 

LC STN Files: CA, CAPLUS , TOXCENTER, USPATFULL 



Absolute stereochemistry. 



Et 




OMe 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

5 REFERENCES IN FILE CA (1907 TO DATE) 

5 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L6 ANSWER 2 OF 3 REGISTRY COPYRIGHT 2007 ACS on STN 

RN 697754-53-3 REGISTRY 

ED Entered STN: 2 3 Jun 2004 

CN 5H-2, 3-Benzodiazepin-8-ol, 1- (3 , 4-diraethoxyphenyl) -5-ethyl-7-methoxy-4- 

methyl-, {5R) - (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN (R) -1- (3, 4-Dimethoxyphenyl) -4-methyl-5-ethyl-7-methoxy-8-hydroxy-5H-2 , 3- 

benzodiazepine 
FS STEREOSEARCH 
MF C21 H24 N2 04 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPAT2, USPATFULL 
Absolute stereochemistry. 



Et 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

8 REFERENCES IN FILE CA (1907 TO DATE) 

8 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

L6 ANSWER 3 OF 3 REGISTRY COPYRIGHT 2007 ACS on STN 

RN 95500-09-7 REGISTRY 

ED Entered STN: 23 Mar 1985 



CN 5H-2, 3-Benzodia2epin-8-ol, 1- (3 , 4 -dimethoxyphenyl) -5-ethyl-7-methoxy-4- 

methyl- (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 1- (3,4-Dimethoxyphenyl) -4-methyl-5-ethyl-7-methoxy-8-hydroxy-5H-2, 3- 
benzodiazepine 

MF C21 H24 N2 04 

LC STN Files: CA, CAPLUS, TOXCENTER, USPAT2 , USPATFULL 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

10 REFERENCES IN FILE CA (1907 TO DATE) 

10 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> file hcaplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST * 177.95 461.17 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE 0.00 -14.04 

FILE 'HCAPLUS' ENTERED AT 13:21:18 ON 19 MAR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 19 Mar 2007 VOL 146 ISS 13 
FILE LAST UPDATED: 18 Mar 2007 (20070318/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 
This file contains CAS Registry Numbers for easy and accurate 



substance identification. 
= > s 16 

L7 12 he 



=> d ed abs ibib hitstr 1- 

YOU HAVE REQUESTED DATA FROM 19 ANSWERS - CONTINUE? Y/ (N) :y 

L8 ANSWER 1 OF 19 HCAPLUS COPYRIGHT 2007 ACS on STN DUPLICATE 1 

ED Entered STN: 09 Feb 2007 

GI 



MeO 




AB Compds. according to formula I, are administered at low dosage for the 
prevention or treatment of inflammatory disorders, particularly those 
affecting epithelial tissues such as those of the skin and 
gastrointestinal tract. Compds. of formula I wherein Rl is Cl-7 
hydrocarbyl, and C2-6 heteroalkyl; R2 is H and CI -7 hydrocarbyl; R1R2 may 
form a 5- to 6-membered carbocyclic or heterocyclic ring; R3 is OH and 
derivs . , 0-acyl, SH and derivs . , NH2 and derivs . , etc.; n is 1, 2, and 3; 
R4 is OH and derivs, SH and derivs., 0-acyl, NH2 , NH-acyl, and halo; R4R5 
taken together to form 5- to * 7 -membered heterocyclic ring; and their 
pharmaceutically acceptable salts thereof, are claimed. Example compound II 
was prepared by cyclization of 1- (3- , 4 -dimethoxyphenyl) -3-methyl-4 -ethyl-6, 7- 
dimethoxyisobenzopyrilium chloride hydrochloride with hydrazine hydrate. 
All the invention compds. were evaluated for their LTB4 binding affinity. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2007:151079 HCAPLUS <<LOGINID : : 20070319>> 
146:229391 

Treatment of inflammatory disorders of the epithelium 
with low dose 2 , 3-benzodiazepines and their 
preparation 

Leventer, Steven M. ; Kucharik, Robert F. 
USA 

U.S. Pat. Appl. Publ., 37pp., Cont . -in-part of U.S. 

Ser. No. 727,940. 

CODEN: USXXCO 

Patent 

English 

3 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



US 2007032479 
WO 2004050080 



DATE 



Al 20070208 US 2006-578522 20060508 

Al 20040617 WO 2003-US38643 20031203 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, *CN, 

CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES , FI, GB, GD, GE, GH, 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 

LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NI , NO, NZ, OM, 

PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM, TN, 

TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 



RW: BW; 
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KE, 
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Al 




20040715 




US 2003- 
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20031203 


2005056017 




Al 




20050623 




WO 2004- 


US40403 




20041203 


W: AE, 


AG, 


AL, 


AM, 


AT, 
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AZ, 


BA, 
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BG, 


BR, 


BW, 


BY, 
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CH, 
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CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 
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ES, 
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PRIORITY APPLN. INFO. 



A2 20031203 
A 20031203 
W 20041203 

A2 20021203 
A 20031203 



US 2003-727940 
WO 2003-US338643 
WO 2004-US40403 

US 2002-309573 
WO 2003-US38643 
XT 74950-18-8P 

RL: PAC (Pharmacological activity); PEP (Physical, engineering or chemical 
process) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; PROC (Process) ; USES (Uses) 

(drug candidate; preparation of benzodiazepines useful in treatment and 
prevention of inflammatory disorders, affecting epithelium) 
RN . 74950-18-8 HCAPLUS 

CN 5H-2, 3-Benzodiazepin-7-ol, 1- (3 , 4 -dimethoxyphenyl) -5-ethyl-8-methoxy-4- 
methyl- (9CI) (CA INDEX NAME) 




OMe 



OMe 



IT 697754-50-OP 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; USES (Uses) 

(drug candidate; preparation of benzodiazepines useful in treatment and 
prevention of inflammatory disorders, affecting epithelium) 
RN 697754-50-0 HCAPLUS 

CN 5H-2, 3-Benzodiazepin-7-ol, 1- (3 , 4 -dimethoxyphenyl) -5-ethyl-8-methoxy-4- 
methyl-, (5R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




L8 ANSWER 2 OF 19 HCAPLUS COPYRIGHT 2 007 ACS on STN DUPLICATE 2 
ED Entered STN: 25 Nov 2005 

AB The invention discloses stereospecific derivs. of 2 , 3-benzodiazepines 
(Markush included) as inhibitors of phosphodiesterases, in particular 
phosphodiesterases 2 and 4, and their therapeutic use, particularly for 
the prevention and treatment of disease implying a central and/or 
peripheral disorder. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:1242221 HCAPLUS <<LOGINID :: 200703 19>> 
144 :643 

Benzodiazepine derivative phosphodiesterase 

inhibitors, and their therapeutic use 

Bernard, Philippe Pierre 

Greenpharma S . A . , Fr . 

Fr. Demande, 41 pp. 

CODEN: FRXXBL 

Patent 

French 

1 



PATENT NO. 



KIND DATE 



FR 2870539 
FR 2870539 
WO 2005113517 

W: AE, AG, AL, 

CN, CO, CR, 

GE, GH, GM, 

LC, LK, LR, 

NG, NI, NO, 

SL, SM, SY, 

ZA, ZM, ZW 

RW: BW, GH, GM, 

AZ, BY, KG, 

EE, ES, FI, 

RO, SE, SI, 

MR, NE, SN, 
EP 1761507 

' R: AT, BE, BG, 

IS, IT, LI, 
PRIORITY APPLN. INFO.: 



Al 20051125 
Bl 20060804 
Al 20051201 
AM, AT, AU, AZ, 
CU, CZ,. DE, DK, 
HR, HU, ID, IL, 
LS, LT, LU, LV, 
NZ, OM, PG, PH, 
TJ, TM, TN, TR, 

KE, LS, MW, MZ, 

KZ, MD, RU, TJ, 

FR, GB., GR, HU, 

SK, TR, BF, BJ, 

TD, TG 

Al 20070314 

CH, CY, CZ, DE, 

LT, LU, MC, NL, 



MARPAT 144:643 



APPLICATION NO. 



FR 2004-5510 



DATE 



20040519 



20050519 



OTHER SOURCE (S) : 
IT 697754-50-0 792950-07-3 

RL: PAC (Pharmacological activity); 

(Biological study) ; USES (Uses) 



WO 2005-FR1260 

BA, BB, BG, BR, BW, BY, BZ , CA, CH, 

DM, DZ, EC, EE, EG, ES , FI , GB, GD, 

IN, IS, JP, KE, KG, KM, KP, KR, KZ, 

MA, MD, MG, MK, MN, MW, MX, MZ , NA, 

PL, PT, RO, RU, SC, SD, SE, SG, SK, 

TT, TZ, UA, UG, US, UZ, VC, VN, YU, 

NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

IE, IS, IT, LT, LU, MC, NL, PL, PT, 

CF, CG, CI, CM, GA, GN, GQ, GW, ML, 

EP 2005-773249 20050519 

DK, EE, ES, FI, FR, GB, GR, HU, IE, 

PL, PT, RO, SE, SI, SK, TR 

FR 2004-5510 A 20040519 

WO 2005-FR1260 W 20050519 



THU (Therapeutic use) ; BIOL 



(benzodiazepine derivative phosphodiesterase inhibitors, and therapeutic 
use) 

RN 697754-50-0 HCAPLUS 

CN 5H-2, 3-Benzodiazepin-7-ol, 1- (3 , 4 -dimethoxyphenyl) -5-ethyl-8-tnethoxy-4- 
methyl-, (5R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 792950-07-3 HCAPLUS 

CN 5H-2 , 3-Benzodiazepin-7-ol, 1- (3 , 4 -dimethoxyphenyl) -5-ethyl-8-methoxy-4- 
methyl-, (5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Et 




OMe 



Et 




OMe 



REFERENCE COUNT: 



5 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L8 
ED 
GI 



ANSWER 3 OF 19 HCAPLUS COPYRIGHT 2007 ACS on STN DUPLICATE 3 
Entered STN: 17 Dec 2 004 



r3 




I 



AB There is provided a method of modulating dopamine responses in the central 
nervous system of an individual or a method of treating a 

dopamine -mediated disorder in an individual not suffering from seizures or 
convulsions which comprises administering to the individual an effective 
amount of at least one compound of formula (I) [Rl = Cl-7 hydrocarbyl or C2-6 
heteroalkyl; R2 = Cl-7 hydrocarbyl; wherein Rl and R2 may combine to 
form a carbocyclic or heterocyclic 5- or 6-membered ring; R3, R4, R5, R6 = 
OH, Cl-7 hydrocarbyl, CF3 , Cl-7 hydrocarbyloxy , acyloxy, NH2, 
-NH(Cl-6alkyl) , -N(Cl-6 alkyl)2, -NH-acyl, halogen; wherein R5 and R6 may 
combine to form a 5-, 6- or 7-membered heterocyclic ring] or 
pharmaceutically acceptable salts thereof or said compound comprising an 
(S) -enantiomer substantially free of the (R) -enantiomer of the same compound 
The above dopamine -mediated disorder comprises a neurol . disorder or a 
neuropsychiatric disorder. The neurol. disorder includes Huntington's 
chorea, Parkinson's disease, periodic limb movement syndrome, restless leg 
syndrome, hyperkinesias, Tourette's syndrome, Pick's disease, punch drunk 
syndrome, progressive subnuclear palsy, multiple systems atrophy, 
Landau-Klef f ner syndrome, benign essential blepharospasm, amyotrophic 
lateral sclerosis, medication-induced movement disorders, and cognitive 
disorders. The neuropsychiatric disorder includes psychosis, personality 
disorders, psychiatric mood disorders, conduct and impulse disorders, 
schizophrenia, bipolar disorders, dysphoric mania, anxiety disorders, 
depression, panic disorders, agoraphobia, obsessive-compulsive disorders 
and eating disorders. Thus, 4.41 g {10 mmol) 1- (3 , 4 -dimethoxyphenyl) -3- 
methyl -4 -ethyl -6 , 7-dimethoxyisobenzopyrilium chloride hydrochloride was 
dissolved in methanol (35 mL) at a temperature of 40®. After cooling to 
20-25°, hydrazine hydrate (0.75 g, 15 mmol, dissolved in 5 mL 
methanol) was added and the resulting mixture was allowed to react while 
monitoring the reaction by HPLC and when complete, was evaporated to dryness. 
The residue was triturated with cold water (3 mL) , filtered and dried to 
yield the crude 1- (3 , 4-dimethoxyphenyl) -4-methyl-5-ethyl-7-hydroxy-8- 
methoxy-5H-2 , 3-benzodiazepine (racemic tofisopam) which was subsequently 
triturated with hot EtOAc to yield the pure product. Racemic tofisopam 
was resolved by a Chirobiotic V column (ASTEAC, Whippany, N.J.) to give 
(R) -tofisopam and (S) -tofisopam. (R) -tofisopam did not affect 
apomorphine- induced hypothermia in mice. Racemic tofisopam at 64 mg/kg 
tended to behave as a weak dopamine antagonist, i.e., lowering the rectal 
temperature at the thirty and sixty minute time points. However this trend was 
not statistically significant. (S) -tofisopam behaved as a weak dopamine 
antagonist at the 16 mg/kg dose at sixty minutes after apomorphine 
administration, i.e., showing a slight but statistically significant 
elevation in temperature At the higher doses, (S) -tofisopam demonstrated 
dopamine antagonism at both the thirty minute and sixty minute time 
points, i.e., lowering the rectal temperature at both time points. 
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AB The invention relates to a preparation of 2 , 3 -benzodiazepine derivs . of formula 
I [wherein: Rl is hydrocarbyl or heteroalkyl; R2 is H or hydrocarbyl; Rl 
and R2 may combine to form a (carbo/hetero) cyclic ring; R3 and R4 are 
independently selected from OH, SH, N02 , halogen, or S-alkyl, etc.; R5 is 
substituted phenyl], useful as antipyretic agents. For instance, 
(S) -2 , 3 -benzodiazepine derivative II was prepared via heterocyclization of • 
diketone III with hydrazine and subsequent resolution The prepared title 
compds . were tested in stress-induced hypothermia assay. (S) -enantiomer 
of tofisppam showed higher activity than the racemate or the 
(R) -enantiomer [dose: 64 mg/kg, (S) -tof isopam: 33 ^C, 
(R) -tof isopam: 35.25 ^C, racemate: 33.75 °C] . 
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AB An (R) -2, 3 -benzodiazepine of formula (I) [Rl = Cl-7 hydrocarbyl, C2-6 

heteroalkyl; R2 = H, Cl-7 hydrocarbyl; or Rl and R2 may combine to form a 
carbocyclic or heterocyclic 5- or 6-membered ring; R3a, R3b, R3c = H, 
-O-Cl-7 hydrocarbyl, OH, -0C(0)-Cl-6 alkyl, -0C{0)0-Cl-7 hydrocarbyl, SH, 
-S-Cl-3 alkyl, NH2, -NH-Cl-6 alkyl, -N(Cl-6 alkyl) 2, -NH(:0)-Cl-6 alkyl, 
N02, halogen; provided at least one of R3a, R3b and R3c is other than H; 
R4, R5 = -O-Cl-7 hydrocarbyl, OH, -0C(0)-Cl-6 alkyl, -0C(0)0-Cl-7 
hydrocarbyl, SH, -S-Cl-3 alkyl, NH2 , -NH-Cl-6 alkyl, -N(Cl-6 alkyl) 2, 
-NH(:0)-Cl-6 alkyl, N02 , halo; or R4 and R5 may combine to form a 5-, 6- 
or 7-membered heterocyclic ring] , substantially free from the 

corresponding (S) -enantiomer thereof with respect to the absolute conformation 
at the 5 -position of the benzodiazepine ring, is administered to lower the 
body temperature of an individual. More specifically, the administered 

compound 

is (R) -tof isopam, or a pharmaceutically-acceptable salt thereof and said 



g (10 



individual is afflicted with a disorder associated with an elevated body 
temperature such as fever, malignant hyperthermia, serotonin syndrome, or hot 
flashes durinjg menopause or perimenopause or occurred as side effects of 
drug therapy or subsequent to the removal of estrogen-producing tissue. 
Furthermore said individual is afflicted with a disorder such as cerebral 
ischemia or stroke wherein therapeutic benefit is achieved by lowering of 
the body temperature to a level below the normal body temperature Thus, 4.41 

mmol) 1- {3,4-dimethoxyphenyl) - 3 -methyl -4 -ethyl -6, 7- 

dimethoxyisobenzopyrylium chloride hydrochloride was dissolved in methanol 
(35 mL) at 40°, cooled to 20-25°, treated with a solution of 
hydrazine hydrate (0.75 g, 15 mmol) in 5 mL methanol, and allowed to 
reaction. The reaction was monitored by HPLC and when complete, was 
evaporated to dryness. The residue is triturated with cold water (3 mL) , 
filtered, and dried to yield crude (RS) -1- (3 , 4-dimethoxyphenyl) -4-methyl-5- 
ethyl -7 -hydroxy- 8 -methoxy-5H-2, 3 -benzodiazepine (racemic tofisopam) . 
Racemic tofisopam was resolved by chiral chromatog. using a 
semipreparative Chirobiotic V column (ASTEC, Whippany, New Jersey) and Me 
tert-Bu ether/MeCN as the eluent to give (R) -tofisopam and (S) -tofisopam. 
In a stress induced hyperthermia assay using mice, racemic tofisopam 
demonstrated activity in lowering the core body temperature (S) -tofisopam was 
more active than either the racemate or the (R) -enantiomer. However, the 
(R) -enantiomer showed greater tolerability compared with either the 
racemate or the (S) -enantiomer . For example, the mice treated with the 
(R) -enantiomer showed less sedation, abnormal gait, or ptosis, decreased 
muscle tone, decreased lacrimation, or decreased reactivity to touch 
compared with either (S) -enantiomer or the racemate. 
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AB Claimed is a method of increasing the absolute neutrophil count in an 



individual, comprising administering to said individual an effective amount 
of at least one compound according to formula (I) [Rl = CI -7 hydrocarbyl, 
C2-6 heteroalkyl; R2 = H, Cl-7 hydrocarbyl; wherein Rl and R2 may combine 
to form a carbocyclic or heterocyclic 5- or 6-membered ring; R3 is 
independently selected from the group consisting of Cl-6 alkoxy^ OH, 
acyloxy, SH, Cl-3 alkylthio, NH2 , Cl-6 alkylamino, di (Cl-6 alkyl) amino, 
acylamino, N02 and halogen; n = 1, 2 or 3; R4 and R5 are independently 
selected from the group consisting of Cl-6 alkoxy, OH, acyloxy, SH, Cl-3 
alkylthio, NH2, acylamino, and halogen; wherein, R4 and R5 may combine to 
form a 5, 6 or 7-membered heterocyclic ring] or pharmaceutically- 
acceptable salts thereof. Also claimed is a method of treating an 
individual afflicted with neutropenia or preventing neutropenia in an 
individual who is at risk of developing neutropenia, comprising 
administering to said individual an effective amount of at least one compound 
I. The neutropenia treated is a side effect of exposure of an individual 
to ionizing radiation, in particular in therapeutic radiation therapy or 
the neutropenia developed is associated with immunodeficiency, in particular 
cancer or virus such as immunodeficiency virus. Thus, 4.41 g (10 mmol) 
1- (3 , 4-dimethoxyphenyl) -3-methyl-4-ethyl-6, 7-dimethoxyisobenzopyrilium 
chloride hydrochloride was dissolved in 35 mL MeOH at 40<*, cooled 
to 20-25°, treated with a solution of hydrazine hydrate (0.75 g, 15 
mmol) in 5 mL MeOH, allowed to react while monitoring by HPLC and when 
complete, evaporated to dryness, triturated with cold water (3 mL) , filtered, 
dried to yield the crude 1- (3 , 4-dimethoxyphenyl) -4 -methyl -5 -ethyl -7 - 
hydroxy --8 -me thoxy-5H- 2, 3 -benzodiazepine which was subsequently triturated 
with hot EtOAc to give the pure product. (R) -1- (3 , 4-dimethoxyphenyl) -4 - 
methyl-5-ethyl-7 , 8-dimethoxy-5H-2 , 3-benzo diazepine [ (R) -tof isopam] 
significantly increased the neutrophil levels in a dose -dependent ly 
manner, e.g. by 29, 47, and 63% at 100, 200, 400 mg/kg/day, resp., for 15 
days in female CD(SD)IGS BR rats. 
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AB The invention relates to a preparation of 5H-2 , 3 -benzodiazepine derivs . of 
formula I [wherein: Rl is (hetero) alkyl; R2 is H or alkyl; R3 is alkoxy, 
OH,. SH, or NH2, etc.; R4 and R5 are independently selected from alkoxy, 
OH, NH2, NH-acyl, or halogens, etc.], useful for the treatment of 
inflammatory disorders, particularly inflammatory disorders mediated by 
LTB4 . For instance, prepared (R) -5-ethyl-2, 3-benzodiazepine derivative II was 
screened in LTB4 binding assay (Ki = 0.444 jiM, table 2) . 
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Disclosed is a method of treating an individual afflicted with an 
inflammatory disorder mediated by leukotriene B4 (LTB4) comprising 
administering to said individual an effective amount of at least one compound 
according to formula (I) [Rl = Cl-7 hydrocarbyl, C2-6 heteroalkyl; R2 = H, 
CI -7 hydrocarbyl; or Rl and R2 may combine to form a carbocyclic or 
heterocyclic 5- or 6-membered ring; R3 = Cl-6 alkoxy, OH, acyloxy, SH, 
CI -3 alkylthio, NH2, mono or di(Cl-6 alkyl) amino, acylamino, N02, halo; n 
= 1, 2, 3; R4, R5 = Cl-6 alkoxy, OH, acyloxy, SH, Cl-3 alkylthio, NH2, 
acylamino, halo; or R4 and R5 may combine to form a 5, 6 or 7-membered 
heterocyclic ring; wherein, the compds . according to this formula are 
(R) -enantiomers substantially free of the corresponding (S) -enantiomers, 
with respect to the absolute conformation at the 5 -position of the 
benzodiazepine ring] or pharmaceutical ly acceptable salts thereof. 
Inflammatory disorders mediated by LTB4 include inflammatory bowel 
disease, ulcerative colitis, psoriasis, rheumatoid arthritis, Crohn's 
disease and radiation-induced gastrointestinal inflammation. Thus, 
1- (3 , 4-dimethoxyphenyl) -3 -methyl-4 -ethyl-6 , 7 -dimethoxyisobenzopyrilium 
chloride hydrochloride was cyclocondensed with hydrazine hydrate at 
20-25° in MeOH gave (R, S) -1- (3 , 4-dimethoxyphenyl) -4-methyl-5-ethyl - 
7-hydroxy-8-methoxy-5H-2 , 3-benzodiazepine [(R,S)-II] which was resolved by 
a Chirobiotic V column (ASTEAC, whippany, N.J.) to give (R)-II. (R,S)-, 
(R) -, and (S) -1- ( 3 , 4 -Dimethoxyphenyl) -4 -methyl-5 -ethyl -7 , 8 -dimethoxy-5H- 
2 , 3-benzodiazepine (tofisopam) showed the binding affinity to LTB4 
receptor with Ki of 4.52, 0.444, and 76.0 |iM, resp. 

2004:451631 HCAPLUS <<LOGINID : : 20070319» 
141:23558 

Preparation of optically pure (R) -2 , 3-benzodiazepines 
for treatment of LTB4 -mediated inflammatory disorders 
Kucharik, Robert F.; Harris, Herbert W. 

Inc . , USA 
27 pp. 
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glass bead test of colonic propulsive motility in mice. 
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The metabolism of tofisopam (I) [22345-47-7] was studied in rats. Plasma 
pharmacokinetics and fecal excretion of I and its 5 demethyl metabolites 
were determined 
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Metabolic fate of tofisopam. 2. Metabolism of 
tofisopam in rats 
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Res. Lab. Pharmacol., Mochida Pharm. Co. Ltd., Tokyo, 
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Journal 
Japanese 

74950-18-8 
RL: BIOL (Biological study) 

(as tofisopam metabolite) 
74950-18-8 HCAPLUS 

5H-2 , 3-Benzodiazepin-7-ol, 1- (3 , 4 -dimethoxyphenyl) -5-ethyl-8-methoxy-4- 
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AB tofisopam (TF) (I) [22345-47-7] was similar to diazepam in its taming 
effects on rats and mice and in the inhibition of conflict in rats. 
However, its other effects such as potentiation of sleeping, reduction in 
motor coordination and muscle relaxation were much weaker than those of 
1, 4 -benzodiazepines, and, therefore, these effects and the taming effects 
of TF were thought to be Pharmacol, separable. TF did not show any 
affinity for the benzodiazepine receptor. TF had antiadrenaline, 
antinoradrenaline, and slight neuroleptic activities. It suppressed 
muricidal activity. Substituting an OH group for the methoxy group at the 
7 and 8 -positions of the 2 , 3 -benzodiazepine ring and 3 and 4 -position of 
the benzene ring of TF decreased its acute toxicity and all psychotropic 
activities. Antinoradrenaline activities of these related compds . were 
equivalent or less than those of TF. Apparently, the methoxy group in the 
chemical structure of TF is intrinsically related to its Pharmacol, 
activities . 
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AB 5H-2, 3 -Benzodiazepines I [R = H, alkyl, (substituted) amino, halo, OH, 
acyloxy, N02, etc.; Rl = H, alkyl, CHO, C02N, aryl, aralkoxy; R2 = H, 
alkyl, (substituted) amino, aryl; R3, R4 = H, halo, N02 , OH, NH2, alkoxy, 
aryl, etc.] were prepared by cyclization of N2H4 with II, III, IV, or V [X 
anion, R5, R6 = H, alkyl, halo, OH, (substituted) amino, acyloxy, N02 , 
etc.]. I are enhancers of anesthetics. Thus, heating III (R = 4-C1C6H4, 
Rl = Me, R2 = H, R3 = R4 = MeO, X = C104) with N2H4 in MeOH to boil gave 
72.5% corresponding I. 
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AB Benzodiazepines I (R = H, Cl-5 alkyl, dialkylaminoalkyl , NH2, alkylamino, 
dialkylamino, styryl, optionally substituted aralkyl or aryl, heterocyclyl 
containing 1-2 N, O, and/or S atoms; Rl = H, Cl-4 alkyl, CH20H, CHO, C02H, 
alkoxycarbonyl, heterocyclyl; R2 = H, Cl-4 alkyl, dialkylaminoalkyl, 
alkylamino, dialkylamino, aryl; R3 , R4 = H, halo, N02, NH2 , acyloxy, Cl-3 
alkyl, Cl-5 alkoxy, dialkylaminoalkoxy , araloxy or R3R4 = methyl enedioxy 
or carbonic acid residue) were prepared I have significant effects on the 
central nervous system, decreasing spontaneous motor activity and 
potentiating the effect of narcotics (assessed in mice). E.g., I (R = 
C6H4C1-4, Rl = Me, R2 = H, R3 = R4 = OMe) was prepared by cyclocondensation 
of 1- (4-chlorophenyl) -3 -methyl-6 , 7-dimethoxy-2-benzopyrylium perchlorate 
withN2H4.H20 (MeOH, reflux). 
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AB Benzodiazepines I [R = H, Cl-5 alkyl, alkylamino, dialkylaminoalkyl , 

dialkylamino (optionally substituted), styryl, C7-10 phenylalkyl, N-, 
or S-heterocyclyl; Rl = H, Cl-4 alkyl, CH20H, CHO, C02H, carbalkoxy, 
optionally substituted acyl or aryl; R2 = H, optionally substituted acyl, 
aralkoxy, Cl-4 alkyl, dialkylaminoalkyl or (di) alkylamino; R3R4 = 0CH20, 
carbonic acid moiety; R3 , R4 independently = H, halo, N02, NH2, OH, 
acyloxy, CI- 3 alkyl optionally substituted with dialkylamino, carbalkoxy, 
Cl-5 alkoxy, dialkylaminoalkyl, halo (un) substituted aralkoxy] , useful as 
central nervous system depressants and narcotics potentiators (data 
tabulated), were prepared by several methods. Thus, treating NH2NH2.H20 
with benzopyrylium salt II suspended in boiling MeOH gave 70.8% recrystd. 
benzodiazepine III. I (R = Ph, Rl = Me, R2 = Et, R3 = R4 = MeO) had ED50 
35 mg/kg (mice) in inhibiting aggressiveness and gave 181% increase at 25 
mg/kg (mice) in potentiation of hexobarbital Na. 
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AB The title compds . I (R, Rl, R2 = H, Me) were prepared as intermediates for 
synthesis of benzodiazepines. Thus, the benzophenone II was cyclized to 
give 1- (3 , 4-dimethoxyphenyl) -3-methyl-4-ethyl-6-hydroxy-7- 
methoxybenzopyrrylium bromide (III) , which was treated with Na2C03 to give 
I (R = Rl = R2 = Me) . I (R = Rl = R2 = Me) was cyclized with H2NH2.H20 to 
give the benzodiazepine IV. IV was also prepared from III and H2NNH2.H20. 
The benzodiazepines had central nervous system activity. The narcotics 



potentiator and spontaneous motor activity of the benzodiazepines was 
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